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TE-031IZ AT 5 ERIRBIRFFE

Wik - IBHERE - KHEHA - %
IIBEEA - JLfEBK - i IEfd - BEHT—BR
B OMis-ER IE
ERRESERRFEE_ARERE

MAIK - SHEER - i3 &
PR BR A B PR R R PR

tH %
HERBEESERKE

FE~< 054 FRIAEHR TE-031DGRIN - HEitt 7 & OISR ERIE I T HBRRBRIZOWT
et L7

WU - Bl AR FERBE 6 £ %1%, TE-031 200 mg, EM 400 mg % ZSfiBFIC 1 EAAR
Xg-EomPiRES X URBHER % cross over HEIC & ) LBHRREF L 72,

TE-0311XPIBR 2 BFRI74 I B M P iAE1.03 pg/ml 1 TE L, MAFIREA(Tr2) 133,530/, iR
B4 F HE & (AUC)136.87 ug-hr/ml TH o 72o EM TIIBBME(1.56 xg/ml) IXPIAR 2 BRI R IZB O
7275, Tz i21.7885R, AUC 136.05 yg-hr/ml TH Y, TE-031Ti2 2BV THEICRS, $72EM
DERFEAIZL PP DO T AUC IIKE 2% /R L7, %8B, TE-031DEMEIREIX probenecid & D
BRIZE S THIERIN G072,

Fa PR B - PR 25 e fE 2061 TE-031% 1 H200~400 mg, 4~14H@&EOHKS L7z,

ERRRAhRII A L1660, LA 16, BHIHT, ARHFRII80.0%Th -7, MEZHHRE,
FE LB 7B 3EME 7 BR(S. aureus 1 Bk, S. pneumoniae 2 ¥k, H. influenzae 4 ¥R) D ) H H. influenzae
D1IB/EREMBITNTRES N,

AFNLBLBEONSEMENEIERE LTREBRREN 1 BIALNIDOATH 572,

37, BIRREBEORELEE LTIX, GOT, GPT%D IS5 A7 I+ —¥O—EBH LR 26
IZ2Hbhiz,

TE-031i3 K IF L AFZFT T Erythromycin 5 &K L 4, 6, 8, 10BFRIMIZHRM L CRIEICHE L7 FIRFIC
7:% L\ macrolide RIEHRITH 5, AFIIHBHO S TmRIAMARKO0~2, 2~4, 4~6, 6~8, 8~12BHNEK
Tii Erythromycin & 12ZR%ETH 505, BRI TS

RE{LAE SN OIRIUEIZT <, ABEADOBIT Table 1 Summary of healthy male volunteers
HB L URCP’\V)‘;’H&T& LRFTHAH Ly, Case Age Body weight
4m, bivbiid TE-031DWRINE & UHFHE % RET L, No. (yrs) (kg)
P TIPIR 23R BE % 21 RICFKI OBRRRET £ 1T - 720 1 20 74
. ) . 2 20 74
1. meiRE s ST RSB 3 20 70
1. ¥B8BIVREFE 4 22 59
BERAEFEEE 6% (Table 1) %3 %RIZ, TE-031 5 22 85
200 mg 3 & U Erythromycin stealate(EM)400 mg % ZEf§ 6 21 66
BELZ 1 @]P‘]Hﬁ’éﬁf:t_ EOMmPRES L ORI Mean 20.8 7.3
cross over FEIZ & D BRET L 720 +SD. + 1.0 + 8.8

MR TR & bICPIRER B L ORRL, 2, 3,
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oWTRPRELHIEL, CHICEBMHTOREYL
FLTRPHHEZHBL, FHARLOL»SH128ME
RRPEEE KD,

S\ probenecid 4% TE-031 0D Ml A BE 33 & TSR o HE
e LIITHEELNABEMT, FA—THEE 6 HIZOV
TAH|200 mg PIAR3043 A7 {Z probenecid 1000 mg % 1 @
IR Xt 7-BE DML AP IR E 3 & VR il BE % HiT5C 0 B R
clE L, TE-031EMMAREFDZN & B L 72,

TE-0313 X ' EM DB Bl % 1X, M. luteus ATCC
OUIMERTERE LIzR—/3—=F 4 A7 EIZE DTV,
ERARDPRENEORIIZI-VE—F, KPR
EREICIZ/15M ) CBERER(pH 7.2) X AV 72,

X612 TE-031 (B IHPMAREF & probenecid HEAIRF) 3 &
CEM M BEREME b &I, one compartment
open model {2 & ) EB N FEHIBIT 1T - 720

2. Bk

1) TE-0313 £ UEM DM iR - SR+ HElE D HE

REBABF 6 ZEMRIZITo7- TE-031 200 mg B
LKU'EM 400 mg, 1 BIAIBRBFDIM A iR BEHEFE L Table
2, Fig. 10BN THb, TE-031 200 mg PIAREFIZ I,
PR 5 1 B C0.9820.22 ug/ml DIEiR & 572D b,
2RISR ED1.0320.18 ug/ml I L, LIk
R LT 12BER 12120, 14 £0.02 wg/ml & % o 72,

Table

—7%, EM 400 mg PIBAREFIZIE, 1 BEMI#120.56+0.60
pug/ml, 2EEHHTHREMED].56+£0.58 ug/ml IZEL,
LL#%43 TE-031& ) AR 2l @A L C128E M #£130.02
+0.04 pg/ml 2B TF L7z,

WA DOEEIFH/NF A —F —id Table 3D EBH T
B, TE-031 Tid M M+ iR (Cmax)1.11 ug/ml, &
B I P R FER R (Tmax) 1. 78R, ML EH(T2)
3.538M, MM T miE(AUC)6.87 ug-hr/ml T
Ho7=DIZH LT, EM TIZFNFN1.88 yg/ml, 2.2
BRI, 1.78B%M, 6.05ug-hr/ml TdHH, TE-031%%Tui:
KBWTHEICEL, IEMO¥EFRHIZL»HhbS
FTAUC IRKERMERXRLT,

iR Rl E & BB IZIT 5 72 TE-0318 L U EM DR
di kit i3 Table 4, Fig. 2D & B ) Thb, TE-031DR
RS L R HEME 30~ 2B R R T139.1£90.5
pug/ml £16.5+6.7 mg, 2~ 4B MR T250.3+65.9
pg/ml £25.7£9.0mg DEBEETRL, LRZEHO
EBEEDIZETLT, 8~128RR T1135.8+16.1
pug/ml £9.0+£2.3mg &% o 7h, EREFICEVT
EMOZNhEWVBELLLBEL LY, 1260/ BRI
XK EM ?3.6+2.1% 123 LT, TE-031Ti336.9+
5.3% DEVERFEHE LTz,

2 Serum levels of TE-031 and EM

Cross-over (n=6)

Case Serum level ( #g/ml)
Drug
No. 1 2 3 4 6 8 12 (h)
1 0.99 1.13 0.90 0.96 0.44 0. 36 0.14
2 1.09 1.31 0.97 0.93 0.59 0. 36 0.18
3 1.07 1.10 0.84 0.69 0.43 0.33 0.12
TE-031 4 1.09 0.84 0.82 0.79 0.68 0.32 0.13
200mg 5 1.11 0.88 0.63 0.63 0.43 0.14 0.14
6 0.54 0.90 0.74 0.82 0.42 0.22 0.14
Mean 0.98 1.03 0.82 0.80 0.50 0.29 0.14
+ S.D. +0.22 |+ 0.18 | £ 0.12 | £ 0.13 | * 0.11 + 0.09 | £ 0.02
1 0.42 0. 64 0.74 0.39 0.15 0.07 N.D.
2 0.33 2.12 2.02 1.08 0.48 0.27 0.05
3 0.32 1.76 2.93 1. 47 0.69 0.36 0.09
EM 4 1.76 1.07 1.21 0.59 0.29 0.16 N.D.
400mg 5 0.11 1.70 0.72 0.47 0.16 0.06 N.D.
6 0.44 2.05 0.80 0. 66 0.28 0.13 N.D.
Mean 0. 56 1.56 1.40 0.78 0.34 0.18 0.02
+ SD. + 0.60 [+ 0.58 |+ 0.90 |+ 0.42 |+ 0.21 |+ 0.12 | £ 0.04

N.D. : Not detected
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2) TE-031>M i - R HEiIZ 5 X 1Z¥ probe-
necid NEH

TE-031 200 mg P AR 3043 & i< probenecid 1000 mg
YRS E7- & &0 TE-031 DM EEE, PIBR 1 BER
%121.0120.20 pg/ml ¥ 2 LD b, LKIIETLT
1265 @I 7%12130.15+0.03 pg/ml £ 2 ), & BLAEL
T TE-Q31 B MPMREFOM P IREHB L OMICEENZE
13528 5 N3 (Table 5, Fig. 3), EBYHEMIC & EL
DINTA—% —fE%RL7:(Table 6) = DEEDRDHE
itid Table 7, Fig. 4 DL BY T, BEEMHE TCORGBHE
MES L OEINRICBWTEEMICERASRT, 128
M RBRRFEINE S TE-031 EIMPAIAREF 036.9+5.3%
{2xF LT, probenecid Sf BT $35.615.5%Tdh 70

I. BE Bk B #&
1. MRBLUHRHELE
HRGBRIED ) b, BHRKE LB, Mr4p, 2
MREXRIB, BUKEIR2H, BRI -1-AE

XIRIED B\ ISFTRRMESE 3 B, BEA S 7-Mim1H
DEF205)4Z TE-031 % BRIRFEA L7 EMAHI219~8]
R(T47 45%), MREBHESH, THI2MITH2,

TE-0319 1 BH{#MHE3200~400 mg T, Ih%2~35
BICX 0 HITIIERT, 1260IIXRBIXE L1z, HEY
Mii4~148, HEHEIZ0.8~4.4gTH 2,

BARDR I EEEEHT IR, AEEHEIAN
ERZIZBITARRBEDHERICE o7,

2. B

1) BRHE B L UHMEZOHE

BRDR SRR, BUEIEIE, Btk 7
[EHIRIED 5 VIR EIED 2B, MiRD 4 fib 3
B, SHREZIRD IBIF 7 HIOE1661(80% ) icERHN
EREE

MEENDERLHELBAT7HO 3 EHE 7 (S, au-
reus 1 Bk, S. pmeumoniae 2 ¥k, H. influenzae 4 ¥k) T,
S. aureus B L U S. preumoniae 133 XT, H. influenzae
X 4 Bk 3 BRODET 7 Bk 6 BRATBREE S 7z (Table 8),

Fig. 1 Serum levels of TE-031 and EM
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Table 3 Serum pharmacokinetic parameters
Cmax Tmax Tl/'z AUC
D
e (pg/ml) (n) (h) (g~ h/ml)
TE-031 200mg 1.11 1.7 3.53 6.87
EM 400mg 1.88 2.2 1.78 6.05
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Table 4 Urinary excretion of TE-031 and EM
Cross-over (n=6)
0~2 2~ 4 4 ~6 6 ~ 8 8 ~ 12 0 ~ 12 (h)
Case Concent: Concent- Concent- Concent- Concent- Recovery
Drug ] Recovery . Recovery ) Recovery Recovery ] Recovery | Recovery
No. ration ration ration ration ration rate
(pg/m) | (mg) | (pg/ml) | (mg) | (pg/ml) | (mg) | (ug/m) | (mg) | (ug/ml) | (mg) (mg) (%)
1 38.4 13.2| 221.0 35.8| 298.0 21.2 72.7 5.9 40.3 9.6 85.7 42.9
2 238.0 25.2 | 291.0 20.7 | 189.0 15.3 | 143.0 11.0 62.2 12.6 84.8 42.4
3 147.0 21.8 | 160.0 19.8 98.2 12.8 29.2 7.9 43.2 9.8 72.1 36.1
TE-031 4 255.0 17.3 | 269.0 15.9| 176.0 11.3 62.0 7.5 20.9 6.6 58.6 29.3
200mg 5 84.8 6.2 | 347.0 37.8 97.4 12.9 75.0 9.5 27.1 8.7 75.1 37.6
6 71.2 15.5| 214.0 24.0| 197.0 13.6 69.4 6.4 20.9 6.6 66. 1 33.1
Mean 139.1 16.5 | 250.3 25.7| 175.9 14.5 75.2 8.0 35.8 9.0 73.7 36.9
+ SD. | £90.5| £ 6.7 | £65.9| = 9.0 | £74.5| £ 3.5| £37.2 |+ 1.9 | £16.1| £ 2.3 | £10.6 | = 5.3
1 3.3 1.9 25.1 2.2 15.6 1.0 4.3 0.3 1.3 0.3 5.7 1.4
2 70.5 2.7 42.7 0.8 46.8 5.0 21.4 2.5 4.6 1.5 12.5 3.1
3 14.4 2.7 106.0 15.1 24.3 6.3 31.0 3.9 7.4 2.5 30.5 7.6
EM 4 60.0 4.1 95.5 5.3 35.5 2.7 8.3 0.9 3.6 0.7 13.7 3.4
400mg 5 44.2 5.5 63.7 3.9 25.4 2.2 7.7 0.7 1.5 0.4 12.7 3.2
6 20.8 5.2 29.1 2.4 29.6 3.0 4.1 0.7 2.0 0.6 11.9 3.0
Mean 35.5 3.7 60. 4 5.0 29.5 3.4 12.8 1.5 3.4 1.0 14.5 3.6
+ SD. | £26.8| + 1.5 +34.2 | £ 5.2| £10.7 |+ 1.9 | £11.0| £ 1.4 | £ 2.3 | £ 0.9 £ 83| £ 2.1
Fig. 2 Urinary excretion of TE-031 and EM
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Table 5 Serum levels of TE-031 alone and with probenecid

(n=6)
Case Serum level ( #g/ml)
Drug
No. 1 2 3 4 6 8 12 (h)
1 0.99 1.13 0.90 0. 96 0.44 0.36 0.14
2 1.09 1.31 0.97 0.93 0.59 0. 36 0.18
3 1.07 1.10 0.84 0.69 0.43 0.33 0.12
TE-031 4 1.09 0.84 0.82 0.79 0.68 0.32 0.13
alone 5 1.11 0.88 0.63 0.63 0.43 0.14 0.14
6 0.54 0.90 0.74 0.82 0.42 0.22 0.14
Mean 0.98 1.03 0.82 0.80 0.50 0.29 0.14
+ S.D. +0.22 |£0.18 |+ 0.12 [ £ 0.13 |+ 0.11 |+ 0.09 | £ 0.02
1 0.99 1.18 0.93 0. 86 0.60 0.37 0.17
2 1.25 0.97 0.90 0.83 0.49 0.43 0.14
3 1.01 0.98 0.83 0.75 0.58 0.27 0.13
TE-031
i 4 1.11 0.92 0.72 0.71 0.58 0.34 0.15
:lt " 5 1.06 0.87 0.94 0.80 0.43 0.29 0.10
probenect 6 0.66 0.70 0.61 0.71 0.38 0.30 | 0.19
Mean 1.01 0.94 0.82 0.78 0.51 0.33 0.15
+ SD. +0.20 |+ 0.16 | £ 0.13 | £ 0.06 | £ 0.09 | £ 0.06 |+ 0.03
Fig. 3 Serum levels of TE-031 alone and with probenecid
1.04
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2) BMEA B X VERRMREBERE

B ERREER L LT, RBRTIRA 1 HI(ES)
DALNIDATH 572, ILARERFRIZBT
PHERREMORERB L LTI, EFH3IIBNT
GOT, GPT, Al-P, y-GTP, fEFI20i2# T GOT,
GPT, Al-P, LDH O—@H LR A% 6H/z(Table 9)o

o % =

BRI T ARERAED b/ TE-0311, HERD
macrolide BRIAEFNICL L TH VM FBE, BifZ2HH
~OBITHED L URPAOHEHME 2R & Sh, BRKRH
b FOEMUENHRFIN TV DY,

4@, bhbh T -7 TE-031DOMAFREIZD VT
ORFTH, FFIX200mg DHART 2 BFEIKZICIERS
ED1.03 ug/ml XRL72D S, LZREEOZAE &
bIHR LT, 12BERI#IC130.14 pg/ml Lk o7, &
O EHER 12400 mg FRAREFD EM O£ & 1) Cmax
TREBELEAHLDD, T HI.53FMEAEIZRL,
EREA L EM X ) K& % AUC(6.87 ug-hr/ml) & 7R
L7zo $7: TE-03Lid iR EMEICMEHELSD 2, &
RDY—UOETHEM LD TR TWAB I EATRKS
iz

#E3%, macrolide RILAFIHNIR T b H123~5%
PEMROT IRPICHRESI NS OATH Y, F-FHF
HRF ILAREEAIZL B L SR TWAHY, SEIDKRET
T TE-031DRB~D i 1Z EM 12 SR TEHBEN»D
BEThHolo T4bbH, TE-031 200 mg % 1 BIAAR
LI:BEORPIREE X, £8:8 %8 U T400 mg PIAREF D
EMINBOTEMEL LY, R2EMBRRBEINED
EM?D3.6% 123 LT, AHFDZNI336.9% L BEFTH
2l TD &) HWH DRPHEHRERE OMHE L, TE-
BLIBWTKRELEBICEE ST 53 EORBEEEEAT
LHERBWO UM KB (M-5) A RELE L IZIFREE
ERPICHEE SN A -0 TH A )0 EHBEINT,

Probenecid % FiV> T TE-031 D BFHEM#EFICH AT

ARRETTIE, FElOMARE B L ORSHEf I probene-
Ad i2E > THEBEINT, FH b T 72D macrolide
FIUER & FEICE D O OHEl I IRE W OES5 0
VI EHHEE I NI,

TE-031 % -0 25 B Z<AE 206012 1 H200~400 mg, 4~
I4BMER L8R, A%1661, A1 6, #43
Bl, BEHEOB DR LR MEBEEMIZIXS. aureus
B LUS. pneumoniae 133 XTHS, H. influenzae i3 4 ¥k
SHRORE S N7, RA DK BRI T ARIREE
PRI ERE(MIC) D ¥ — 2 1%, S. aureus TO0.1 pg/ml, S.
pneumoniae T0.05 pg/ml LLF, H. influenzae T1.56 ~
3.13 ug/ml TY, H. influenzae (2313 % MIC AR 2 B &
L DBV, Db NDRES T H. influenzae O 4 ¥ 3 £k
PREIN-DIE, K OBERFPBITHMFIRE & F%
TR ENLEICEBF LRI LY, B ERTHINE
EHMAETHEENEM L VP0G KEWI L3 L, K
FOHREZ~NDT N BITHL—RTHL) L2
Y (A

BIEA & LTid, fEBI 1 CTHAEHFOSBELVE
BARSHIBR L7228, BREDT £ 7 B ORI EE
Th0, T 3BBIZREROLEN A LN, BEHKE
EfETE, FEF 3128V T GOT(55—+7421U), GPT(40
—458 1U), Al-P(7.5—24.4U), y-GTP(34—1031U),
FEBI2012 BT GOT(17—=44 mU/ml), GPT(9—89 mU/
ml), Al-P(2.1—+18.6 BL U/L), LDH(240—326 mU/
m) %2 EDERAPEDOLN, FKEERTHRICEREMED
EFHEAD ZVIBICEL-Z EHS, FHLORE
Bk “S7BKRHH” LHES N,

TE-0310 1 HEH®EI3200~400mg £ E X 6N, fiE
ROFREHI HNNEL BT I VA, R
BECH T A7:0ThHY, COAYEET L LEEN
2V TiE, DEDDEIEERVBENSUETHS ),
%8B, B, EEMRIOCERDE, MEENDHRELS
CIZREHIZOVTIE, SEDBED IRV BOL
FTEBROBRFEFL IV,

Table 6 Serum pharmacokinetic parameters

D Cmax Tmax Tl/'z AUC

ru

g ( pg/ml) (h) (h) (pg - h/ml)
TE-031 alone 1.11 1.7 3.53 6.87
TE-031 with probenecid 1.03 1.3 3.99 7.04
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Table 7  Urinary excretion of TE-031 alone and with probenecid
(n=6)
0~ 2 2~ 4 4 ~6 6 ~ 8 8 ~ 12 0~ 12 (n)
C Concent- Concent- Concent- Concent- C -
Drug ase onc.en Recovery onc‘en Recovery m.ten Recovery onc.en Recovery onc.en( Recovery | Recovery Recovery
NO. ration ration ration ration ration rale
(ug/ml) | (mg) | (ug/ml) | (mg) | (#g/ml) | (mg) | (¢g/ml) | (mg) | (¢g/ml) | (mg) (mg) | (%)
1 38.4 13.2| 221.0 35.8| 298.0 21.2 72.7 5.9 40.3 9.6 85.7| 42.9
2 238.0 25.2| 291.0 20.7 | 189.0 15.3| 143.0 11.0 62.2 12.6 84.8| 42.4
3 147.0 21.8| 160.0 19.8 98.2 12.8 29.2 7.9 43.2 9.8 72.1 36.1
TE-031 4 255.0 17.3 | 269.0 15.9 | 176.0 11.3 62.0 7.5 20.9 6.6 58.6 | 29.3
alone 5 84.8 6.2 | 347.0 37.8 97.4 12.9 75.0 9.5 27.1 8.7 75.1 37.6
6 71.2 15.5 | 214.0 24.0| 197.0 13.6 69.4 6.4 20.9 6.6 66.1 33.1
Mean 139.1 16.5 | 250.3 25.7| 175.9 14.5 75.2 8.0 35.8 9.0 73.7 36.9
+ SD. | £90.5| + 6.7 | £65.9| £ 9.0 | £74.5| £ 3.5 | £37.2 |+ 1.9 | £16.1 | £ 2.3 | £10.6 | + 5.3
1 41.5 24.3| 184.0 19.9| 191.0 14.9 85.2 9.7 27.1 8.6 77.4 38.7
2 55.0 19.0 87.2 6.6 | 104.0 19.0 50.9 12.3 18.6 13.2 70.1 35.1
TE-031 3 108.0 21.0 83.1 18.8 91.7 14.1 32.7 7.9 18.0 5.6 67.4 33.7
th 4 114.0 20.1| 117.0 17.7 71.2 11.9 29.2 7.2 22.2 7.9 64.8 | 32.4
with 5 114.0| 23.9| 196.0| 26.1] 120.0| 19.1| 40.0| 10.2| 20.3| 10.1| 89.4| 44.7
probenecid
6 28.0 18.2 82.8 17.3 48.7 10.8 30.4 3.6 22.1 8.0 57.9 29.0
Mean 76.8 21.1| 125.0 17.7 | 104.4 15.0 44,7 8.5 21.4 8.9 71.2 35.6
+ SD. | £39.6 | £ 2.5| £52.1| £ 6.3 | £49.2| + 3.5| £21.4| £ 3.0| + 3.3| £+ 2.6 | £11.0| + 5.5
Fig. 4 Urinary excretion of TE-031 alone and with probenecid
[] —— TE-031 alone
r40
—a— TE-031 with probenecid
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Table 9 Laboratory data on TE-031 administration

Case PBC Hb WBC Platelets GOT GPT Al-P BUN S-Cr
No. (X10*/mm®) (g/dl) (X10%mm%)  (X10*/mm%) | (mU/ml) (mU/ml) (BL U/L) (mg/dl) (mg/dl)
. B 398 12.6 10.7 24.9 22 11 1.3 17 0.8

A 365 11.5 5.9 30.0 14 6 1.1 18 1.0
B 353 11.1 9.9 34.2 32 63 8.9 22 0.9
2 A 374 11.6 5.5 43.5 10 8 6.0 17 0.6
- B 252 8.7 25.6 11.9 55 40 7.5 43.6
A 313 10.6 16.0 8.0 742 458 24.4 22.4 1.36
4 B 414 12.9 10.3 34.6 30 26 7.6 16 0.7
A 421 13.4 7.8 35.4 26 22 7.0 15 0.7
" B 449 13.9 6.7 24.8 28 29 5.6 19.6 0.86
A 447 14.0 5.1 30. 4 27 25 5.8 18.6 0. 84
6 B 484 13.6 6.3 32.1 14 7 2.0 15 0.9
A 434 12.5 6.8 34.7 17 7 1.7 15 0.8
; B 578 17.4 6.0 23.0 19 22 1.7 17 0.8
A 564 16.7 5.2 22.7 24 33 1.7 18 0.9
g B 500 14.6 6.2 26.6 12 2 1.7 16 1.1
A 485 14.4 5.1 25.0 11 3 1.8 12 1.0
9 B 433 14.3 7.8 36.5 15 11 2.1 14 0.7
A 458 14.4 12.4 37.0 13 6 2.2 13 0.7
10 B 404 12.1 9.6 26.4 21 18 6.9 16 0.8
A 412 12.4 7.6 27.8 18 19 6.8 15 0.8
1* B 464 14.1 7.9 24.6 18 14 6.5 18 0.78
A 469 14.4 7.8 26.4 16 15 6.2 16 0.71
12 B 503 15.4 8.1 35.4 15 15 6.9 16.4 0.7
A 514 15.8 7.2 33.4 11 13 6.4 16.4 0.7
13 B 513 16.0 5.8 17.0 18 14 7.1 16.4 0.69
A 508 15.8 6.1 21.4 14 14 6.9 15.9 0.70
1 B 426 13.5 7.9 39.1 18 12 3.9 20 0.9
A 422 13.3 7.4 35.5 16 8 3.7 15 0.8
s B 508 15.7 8.0 33.5 16 11 1.9 16 0.8
A 484 14.7 7.1 32.8 19 6 1.6 18 0.8
6 B 362 11.3 9.1 63.5 18 9 4.3 13 0.8
A 374 11.5 7.6 70.8 18 8 3.8 18 0.9
17 B 449 14.6 6.6 29.9 21 23 1.8 24 0.9
A 449 14.7 6.5 29.9 19 19 1.6 24 0.9
8 B 480 15.1 9.3 29.1 14 5 2.2 22 0.9
A 499 15.4 8.0 33.6 17 10 2.2 20 0.9
19 B 426 12.4 8.5 23.6 58 41 2.3 13 0.7
A 438 12.6 8.0 29.2 57 42 2.0 11 0.6
2% B 427 15.1 9.5 27.3 17 9 2.1 19 0.9
) 414 14.4 12.1 51.3 44 89 18.6 18 0.8

* : GOT(U), GPT(IU), Al-P(Kind King U)
B  Before A . After
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CLINICAL STUDIES ON TE-031(A-56268)

ATSUSHI SAITO, JINGORO SHIMADA, MASAHISA OHMORI, KOHYA SHIBA, TAKEHISA Y AMAJI,
TosHio Hojo, MasanoBu Kai, SHINICHIRO OkupA, SEul Horl and TADASHI MiYAHARA
Second Department of Internal Medicine, The Jikei University School of Medicine, Tokyo

Fumio MaTsumoTo, TAKERO IMAI and IWAO SAKURAI
Department of Internal Medicine, Kanagawa Prefecture Midwives and Nurses Training School Hospital, Kanagawa

YasusHi UEpa
The Jikei University School of Medicine, Tokyo

We studied TE-031(A-56268), a new macrolide antibiotic, to determine its absorption, excretion and clinical efficacy
in respiratory tract infections.

Absorption and Excretion

Serum concentration and urinary excretion of TE-031 and EM were investigated in 6 healthy adult male volunteers af-
ter a single administration of TE-031(200 mg)or EM(400 mg)in a fasting state by cross-over method.

The peak serum concentration of TE-031 was 1.03 pg/ml at 2 hours after administration. The serum half-life(T1/2)
was 3.53 hours and the area under the curve (AUC)6.87 g - h/ml. The peak serum concentration of EM was 1.56
ug/ml at 2 hours, serum half-life was 1.78 hours, and its AUC 6.05 #g * h/ml. The serum half-life of TE-031 was signi-
ficantly longer than that of EM. Moreover, although the dosage of TE-031 was only half that of EM, its AUC was larger.
Also, the pharmacokinetics of TE-031 were not altered by concomitant administration of probenecid.

Clinical Results

TE-031 was orally administered to 20 patients with respiratory tract infection in a daily dose of 200~400 mg for 4~
14 days.

Evaluation of clinical efficacy was : good 16, fair 1, and poor 3, giving an efficacy rate of 80.0%. Bacteriological effica-
¢y was investigated in 7 strains of 3 species(S. aureus 1, S. pneumoniae 2, and H. influenzae 4), isolated from 7 patients.
All but one H. influenzae strain were eradicated.

The only subjective or objective symptom attributable to TE-031 was anorexia in one patient.

As abnormal changes in laboratory test values, transient increase in serum hepatocellular enzymes were detected in 2

patients,



